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I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7)): 

Description, Pages 

1 -42 as originally filed 

Sequence listings part of the description, Pages 
1-14 as originally filed 

Claims, Numbers . ... 

1 -25 received on 02.06.2004 with letter of 02.06.2004 

Drawings, Sheets 

1-6 as originally filed 

2. With regard to the language, all the elennents mari<ed above were available or furnished to this Authority in the 
language In which the international application was filed, unless othenwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation fumished for the purposes of intemational preliminary examination (under 
Rule 55.2 andA3r 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the 
intemational preliminary examination was carried out on the basis of the sequence listing: 

El contained in the intemational application in written form. 

El filed together with the international application in computer readable form. 

□ fumished subsequently to this Authority in written form. 

□ fumished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently fumished written sequence listing does not go beyond the disclosure 
in the international application as filed has been fumished. 

□ The statement that the infomnation recorded in computer readable form is identical to the written sequence 
listing has been fumished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 
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5. □ This report has been established as if (some of) the amendments had not been made, since they have 

been considered to go beyond the disclosure as filed (Rule 70.2(c)). 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional obsen^atlons, if necessary: 

III. Non-establishment of opinion wHh regard to novelty, inventive step and Industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire International application, 
la claims Nos. 1 5, 20, 22 

because: 

la the said international application, or the said claims Nos. 15, 20, 22 relate to the following subject matter 
which does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be fonmed. _ 

□ no international search report has been established for the said claims Nos. 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/ 
or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been fumished or does not comply with the Standard. 

□ the computer readable form has not been furnished or does not comply with the Standard. 

IV. Lacic of unity of invention 

1 . In response to the invitation to restrict or pay additional fees, the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees. 

2. El This Authority found that the requirement of unity of invention is not complied with and chose, according to 

Rule 68.1 , not to invite the applicant to restrict or pay additional fees. 

3- This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 
Is 
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□ complied witii. 

IS! not complied with for the following reasons: 
see separate sheet 

4. Consequently, the following parts of the intemational application were the subject of international preliminary 
examination in establishing this report: 

IS all parts. 

□ the parts relating to claims Nos. . 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



— 1. Statement- 



Novelty (N) 



Yes: 
No: 



Claims 
Claims 



1-25 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



1-21 
22-25 



Industrial applicability (lA) 



Yes: 
No: 



Claims 
Claims 



1-14,16-19, 21,23-25 



2. Citations and explanations 
see separate sheet 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

Claims 15, 20, 22 relate to subject-matter considered by this Authority to be covered 
by the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 34(4)(a)(l) 
PCT). 



For the assessment of said claims on the question whether they are industrially 
applicable, no unified criteria exist in the PCT Contracting States. The patentability can 
also be dependent upon the formulation of the claims. The EPO, for example, does not 
recognize as industrially applicable the subject-matter of claims to the use of a compound 
iri rnedical treatment, but may allow, however, clairhslo a known corripound for first use 
in medical treatment and the use of such a compound for the manufacture of a 
medicament for a new medical treatment. 



Re Item iV 

Lack of unity of Invention 

The present application contains two separate groups of inventions that are not so 
linked as to form a single general inventive concept. The two inventions are: 

1 . An isolated protein as described in claim 1 and associated subject matter and methods 
involving the nucleic acid SEQ ID NO: 1, and the protein SEQ ID NO: 2 as described in 
claims 2-5, 9, 1 3 (complete); 1 0-1 2, 15-19 (part). 

2. Methods involving an ELP protein as described in claims 6-8, 14, 20-25 (complete); 10- 
12, 15-19 (part). 

The common concept linking together the two groups of inventions is a protein. Since 
proteins are known the above listed separate groups of inventions are not so linked as to 
fomi a single general inventive concept and the present application, therefore, lacks unity 
(Rule 13.1 PCT). 
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Re mtem V 

Reasoned statement with regard to novelty, inventive step or industrial appiicability; 
citations and explanations supporting sucOn statement 

The documents mentioned in the present Written Opinion / Intemational Preliminary 
Examination Report are numbered as in the Intemational Search Report. D1 corresponds 
to the first document of the Search Report, D2 to the second document etc. 

The- document/s/ D8 was/were not cited in the international-search- raport. A 
copy/Copies of the document/s/ is/are appended hereto. 

D8: Eichenmuller et al: The human EMAP-like protein-70 (ELP70) is a microtubule 
destabilizer that localizes to the mitotic apparatus' Journal of Biological Chemistry, vol. 277. 
no. 2, January 11, 2002, pages 1301-1309 " 

1 . The term "ELP protein" or "human ELF protein" as used in claims 6, 8, 1 4-1 6, 20, 22, 
25 embraces the human ELP protein disclosed In D8. The subject matter of claims 22-25 
would be provided by the skilled person, according to the circumstances, using routine 
procedures starting from D8 without the exercise of inventive skill. CBaiiims 22-25 are, 
therefore, not inventive. 

2. D2 represents the closest prior art for group 1 of inventions. Said document discloses 
the nucleotide sequence and protein sequence of a new member (epsin 4) of the opsin 
family. The difference to the subject matter of claims 1-5, 9 and 13 is the isolation of an 
additional protein encoded by said nucleic acid and its use for diagnostic purpose. The 
cited prior art does not contain any indication that would prompt the skilled person to use 
the gene of D2 for such purposes. Said claims, are, therefore inventive. 

3. D8 represents the closest prior art for group 2 of inventions. The difference to the 
subject matter of claims 6-8, 10-12, 14-21 is the use of the human ELP gene of D8 for 
diagnostic and medical purposes as described in said claims. The cited prior art does not 
contain any indication that would prompt the skilled person to use the gene of D8 for such 
purposes. Said claims, are, therefore formally acknowledged, inventive (see however, 
paragraph 4). 

4. The present application does not provide evidence that the human ELP protein of D8 
can be used for methods as described in claims 6-8, 10-12, 14-21. In addition, 
hyperproliferative diseases associated with the ELP protein of D8, as described in claim 
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15, have not been disclosed and are not known in the prior art. Claims 6-8, 10-12, 14-21 
are, therefore, not disclosed, contrary to Art. 5 POT. 
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Amsnded claims of per Application No. 1B03/01257 

I 

ClaiiriB 

1. An isolated protein comprising an ENTH do- 
main and having growth inhibiting activity wherein said 
protein has an amino acid sequence as set forth in Seq, 
Id. No. 5. 

, m2. An isolatjad nucleic acid encoding a pror . 

tein o£ claim 1. 

3 . A vector comprising a nucleic acid as de- 
fined in claim 2- 

4. A host cell comprising a vector of claim 

3p 

5. The host cell of claim 4, wherein said 
cell is an eukaryotic cell. 

6. A method for the identification of a hy- 
perprolif erative disease r in particular henljgn and malig- 
nant tumors, or a genetic predisposition thereof whic^ 
comprises detecting in a t^ody fluid or a tissue sanple of 
a stxhject a change In the expression level of an BIiF pro- 
tein and/ or at least one mutation within a nucleic acid 
sequence encoding an ELP protein or detecting a rear-- 

* ransfement in the genomic elp locus . 

7 - The method of claim S wherein said muta- 
tion is located within the DNA region coding for the ENTH 
domain r in the 5' tm trans la ted region r in a codon encod- 
ing an evolutioneury conserved amino acid, in the promoter 
or in a splicing site. 

8. oOie method o.f claim 6 or 7 wherein said 
mutation leads to a non-£unctiozial BltF protein, to a re- 
duced protein e^qpression. or no protein, or a fusion pro-^ 
tein. 

9. The method of anyone of claims 6 to 8, 
wherein said nucleic acid sequence encoding an KLP pro- 
tein is selected from Seq- id. No. 1 or the nucleic acid 

: sequence as defined in claim 2. 

I 10. The method of anyone of claims 6 to 9, 

wherein the disease is lung cancer. 
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i 

11 • The luethodl of anyone of claims S to 9, 
wherein the disease is kidney cancer. 

12. The method of anyone of claims S to 9^ 
wherein the disease is stomach cancer. 

13 • A method for the production of an ELP 
protein comprising transformation of sixitable host cells 
with a nucleic acid of claim 2 iri 'an dxpression con- 
struct, cultivation of said cells lander. conditions allow- 
ing protein expression of said protein, and isolation of 
the produced proteins. 

14. Use of an antibody capable of binding 
specifically to an epitope of an ELP protein in a method 
for the identification of a hyperprolif erative disease or 
a genetic predisposition thereof. 

15 . Use of a nucleic acid encoding an ELP 
protein for the gene therapy of a hyperprolif erative dis- 
ease associated with ELF proteins, in pajcticular the nu- 
cleic acid sequence set forth in Seq. Id. No. 1 or the 
nucleic acid sequence as defined in claim 2. 

16. A phaacmacentical composition for the 
treatment of a hyperprolif erative disease, in particular 
benign and maligneuit tumors, coii5)rifiing an ELP protein 
and/or a nucleic acid sequence encoding an ELP protein, 
in particular a protein as set forth In Seq. Id- No, 2 or 
Seq. Id. No. 5 and a nucleic acid sequence as set forth 
in Seq. Id. No. 1 or as defined in claim 3. 

17 . The pharmaceutical cmnposition of claim 
16,'« whereizL the hyperprolif erative disease is li^ng can- 
cer. 

IS. The pharmaceutical conposition of claim 
16, wherein the hyperprolif erative disease is ludney can- 
cer. 

19. The pharmaceutical composition of claim 
16, wherein the hyperprolif erative disease is stomach 
cancer - 

20. Use of an oligonucleotide which specifi- 
cally hybridizes to a region of a mBNA encoding an ELP 
protein for the therapy of lQnPPP3rc>lif erative diseases 



44 



EinPf ozei ts02/O6/2D(34 09^58 HiNDED SHEETh2e5 P.0Q7 



Amended claims of per Application No. IB03/01257 

I 

and/or diseases characterized by incorrect cell differen- 
tiation- 

21. Hie use of claim 20, "Mherein said oligo- 
nucleotide comp^rises chemical modifications, 

22- Use of a double stranded KNA (dsENA) for 
gene silencing wherein said KNA has a nucleotide sequence 

• - ' which is contplementary to an exon region of a gene encoji- 

ing an ELF protein- 

23. The use of claim 22 wherein said KNA has 
a length of ahout 200-2000 base pairs, preferably 700-800 
base pairs. 

24. The use of claim 23 wherein said KNA has 
a length of about 18-25 base pairs, preferably 20-22 base 
pairs. 

25. Ihe use of claim 22, wherein said ELF 
protein is hxunan ELF. 
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